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imm&\ mmm 

[&w<D&m h n yon**? a. y ymmm&mmm 

-SBTSftthn^jK^^ay^isas^SgM^feoT, (1) S 

*©SfiL &£z$^y-h-jv(D2m*'Sti. (2) ioi/* £ 

<fcl>*U i/>*fc^©S©2gS:^ (3) ^it5>iifc»-e©S, £<fctf 

Ot, £ h-;i/©2S£^t?, ©VNl^ix^©|B^;foi£&^Wi3:l>#> 

, .i.oSdR8!W» O.lmL frb2mL ©7fctC?§J!j? b#£ ti®t$> o T, ^©?§§?B£© 

«J8JEEJt^ 0.5^ £2.0 T?*&££&#IKi:?-STtf&tthn>#^S>riy>iff« 

[ft 2 ] itnrtft h n > *?=l y > &i5«gj£UrM* 

SBTtstthD^^^ay y&nm&mMMx*%>vx. .if)v*$ywi&&iz*<D 

SL fccfctfy i/>*fctt-e©^&^ > rsri:S:#iS:i:1-S»^l{cSB«©W 
swtt Ma y >*»fl6M*a9-e*oT, 

ieis© h n »j?^s;a y ymsmm&mmMo 

s h n >jK*es>3. y >is»af^*$!0W*e*oT, r*/i^¥>Bfc* fete*- 

h n y :yft*&-fr#s*ir. 
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3 tea*© «r*f£ h n y^v=L v ymmm-&mwM. 

y, y $/>*fe»*©&#y i/>iiiST**si^i £fc»3MB^©«ri§tt 

h n VtffESJa y 

© «r?§'i$ h n > aide's; a. y >««itM9iAr-. 

ii] ^ ^ >^ h y ^A-e& 

y, Tx^9^>K*fett*©itt««T^A9¥>st^hy fAt^stMi * 

4 

im&m 1 2 ] TJT?£ffi h n >jj^e*?a 'J yjbK mZ'pte < H t>30mg/mL © 

hi2<D^-ttif}^zmm(D^m^huy^v=L y >^^w^ 0 
i) ib^j*wj## 3 ©19-132© r $ j nmm* 
i i) mmmmpm^ i © 19-132© y i= j wmm* 

iii) _hfHi), ©T^^KIB^JJC, 'J>ft<i:ti lt>«±©7$;Kfi!) 

[»#^ 1 4 ] nf^ft h n > ^ v =l y > m&mm&m^ 4 . * & » s 
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[flff&g 1 5 ] or^ffi h n y^=EV=L y JWT©IB#I© 1 o fc-^ft* 

i) ffl#f*BB*J#-& 1 © 19-516© T ^ J mb$t. 
i i) |^(B9!#9 5 ©19-516© T ^ ^ IME#I. 
iii) -hfBi), ©T^MMfC ^<fc%lo«±©r^;i© 

*©^*# 0.1mL^e>2mL t^Si t MttS^ V hSfiM. 

•t a «r»ffi h n > iff =e s> a. y y mmm^mmm k 33 w § «r?§e hn>^^u 

xoSSMtfeot, (l) 401/ feitfw-h-;!/ 
©2Q£^tf, (2) 3 & *t)ty 2 

MZ^ti. (3) #>#^:/Ift*fc»-?-®i6, fe±tF7X/l7^>i^cKC9S 
©2SS:^t?, *fctt(4) T*A°^3r &-?•©*&, £ <J: t>*^ > - h -;b© 

21^, ©V>-rtl^©m*^*>ii:&^-&b«>, JLo^gM#> O.lmL ;fr£> 
2aL ©2KK:$Bj3?M&S%©T*&oT, *©*j»l»©«ajEEib^ 0.5^^2.0 
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• 



[0 0 0 1] 
[0 0 0 2] 

[fi£3fctf>t£fl5] 

Mmimmmmmz^xmm^^^m^r^^^^^yK^^<Dm&^$> 
-<Dmmzm j *LT^z>z.iitf%it>ftT^2> m^m. m^<D$>*p&, m 125 

901 M (1983^)] „ 
[0 0 0 3] 

[0 0 0 4] 
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a.T>5s^^K©N5SSBflffJ:UN*»««(l-226#g) , 6otf)EGF #}§^£% 
oM^c(227-462#@) , OM«S«l#Jirffl«(463-498#B) , jRJtjUltfSc (499-521 
#S) > -€-bTlHJfiJtl^1S« (522-557* i) © 5 OCD««j^S>«rtS*lTfe »J , 

■ebT^S©hn>* i ES?ay>i:Hi5Sffife^ , r*fiPd9'fcbTtt, 60© egf 

mmm-kw-Dmm(Do^>. ^jc&n^mj^ 4, 5, 6#g© EGF&flt&fr&fe 

S«PdS"^**3i:^&*lTV^« [M. Zushif> % J. Biol. Chem., 246, 10351-1 
0353(1989)] o 

mmmm *^mhte^&o\z mm s n & nr»tt h □ > v a 

N^siit 6 -d<d egfwimm*%^m®£ ommmnrnm^o 3 o©«« 
ofrfrbftz (w*>. m&m^ 1 0)19—516 &0>y ^ ^gm^^&JSfe*) ^ffi 

hn^jj^es^y ffiSI*S*©JEMK:J:y#*re£«5£i:, ^bT^tf>*fi 

V^riutffltfgStlT^S (#HI!Hg 64-6219#^#) „ ffitCpf^'K h n ytf=Ei? 
=LVy<DmtLX. *m¥2-255699#&8L #^¥3-133380#^?g, #M¥3-25 
9084#^?g, #^¥4-210700#<^^, #^^5-213998#^fg, W092/00325-5§&# 
, W092/03149*&«, W093/15755^#^tCfa^CDBr^ffihn>jK ; Ei?a.y Z/ffi 

H§¥ 3-86900#&$g, #^¥3-218399-^^#) ^%^StlS„ 
[0 0 0 5] 

m&K, jfifi-^Kifc^Ttt, e^©^M££Mtf#B?©^JI&CJ: y. &<<Dtr 

© 575^© r ^ / Bftffi?rj# fj^Sth^D^^^a'J > faSBtf:©3l 473ft© 
T ^ ./^fC^T ValT?&£%©£, Ala T&S fcOtf^ftiSggStbT V>£. 3 
©T^ y^fcn- K^SiMBiaiJcfc^TB:, muimtz&^X. ^*i^*iT£ 
CtOSEMJCffia-rs [Wen Biochemistry, 26, 4350-4357(1987)] . bj^b 
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, rates j: xtmmiz &^x&, ^r<fflm^<, mmitm^mizm-umm^m^ 



[0 0 0 6] 

[*&H! b <fc e> i- s M] 
3 to e> © rT^'IS h n > jK^e y a. y > & e&ib tLXfem^zmcte, &n 

ttm&gtttm&m e> tor v% s . cm e> cd^t cD^^f^m^^^^icjSi 

[0 0 0 7] 

IWtSrttU t3l?©tfS:tlf.bfe^ #«JCfl£3fe^<Z)5S(Sffj|a^& 

& ^ r «*. imizmmm&^&T&ttm<D&ttmizmm x&z>t=.9>iz 

[0 0 0 8] 

temffimmmffl£?z>z£tf%iibtoT^z>j)K z.<Dm%s$zm<DMnx% *tm&h 
«fcy j&&»^&3g«*ife-a*fett-ajK±&*iii't* ^ *:#*ie>*iTv*<5 

M¥6-321805#4fcK) „ bj^bfc#e>, H^^^^fC^-rS^Btf^-eCD 
»iUJt»cJ:Sj|B^%t±, 3*&«©j&£;m*T&?X%#*b<fcv*£fc#, #38 
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O.lmL fr*>2mL ©*t»jWbfc»^ ©*»IC ■ 

^=fo^e>tlTV>§^ (W095/16460#^#g) , r <Z)W095/16460-5§- 

[0 0 0 9] 

>jK=EJ?ay >ifif^i8S!IS:Sl*'r«. J^TIhID) tfcot, (1) 40l/#^2/6ft 
fe«fcrjfv>^ h~;K0 2a$:-^tf > (2) ^ fc&^tf) 

fej:ofy s/>*fett*oift©2as:^tf, (3) ^ov* * ymt&iz^&m., 

&&X$TXA ; ?4?ym£frlZ J £<Z>M.<D2.m*'$ti, ££ta(4) TXA7^>i* 

fiofii^ O.lmL fre>2mL <Z>*tC»i»b#* o T, ^-©^ 

jBBfrCDgjaffiJfctf 0.5*^2.0 T*S)5 3 i: nltfS h D ^^^ai 'J 

[0 0 10] 
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> £ &Z$^y~ h-;i/$:^-&b», R^>mmM^ O.lmL fre>2mL <D&Kt&M 

Lf5%©T'feot, z&mmmomm&i&tf 0.5^2.0 T*&&^«h 

ot, ^©^^OD^ffiJt^ 0.5fr£>2.0 l?$>Z>Z.£*:!&WL£-tZ>vSm&hU 
[0011] 

nr^hn^^^^^u >IlS^iIt^ot, VfrZ^ymitfrte^nM. 

, &£x$yxrt^3?ym$.f=.te j t<Dm.*&mi*:t,#>. A^mmM&. o.imL 

2mL ©*iC^b#^=feCDT*$>oT, -ecD^B^M^ffiittf 5 0.5fre>2.0 

& ^ t «r^'ffi h □ y^p=L v ymmm&mmMx*%>& e 

[0 0 12] 

ii^t©TSot, ^omMm&mmm&tf o.s^^.o t*fes-t$:#f 

[0 0 13] 

£ &c##§BJ! & % mn&ft Hhx *sm>& h n y tff^e $; a u > & lOmeJBj-fc^ -r 

§ «r^<it h n > # * v =l v y mmm^mmm &c & # s «m<i£ ha^^'j> 

©M^tfeot, (l) >f)V*$ym$ifctti*<Di&. ^ Jc^v^n 

(3) ^ >BI*fc S<fctF7^A7^>ttfcti-ecDJ|© 

2a&#&, Sfctt(4) rx;t7^>i*fettfOl, fc<fct>*v>~!>-;t/tf)2 
S&^tf, ©V\^*lfr©ffl^fc1i:8:^%1*:Li&, JLoRIUSItf, O.lmL fr*>2m 
L ©7jc{C^b#6%(0"efeoT, *©»jWI$0DSfcj8£EJiStf 0.5^62.0 X%%> 
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[0 0 14] 

^mx^sm^h ny^=ep =l V y tit, . hn>^(c^i, huytzyiz 

»*UV^fcUttt, «*tfft#B3(IW#fc#LT (hUh>X-100 ^>^f 
'J F^;-;bf©Wfi©^#ftTt% MS«*ffi#3£) , lmg/«LJ£U:# 
mVfbtl. *fcttlOng/mL JgJLfc, # * 0 < &30mg/mL J£* ±, S&JC»*b<tt60 
mg/mL JgJUb, b<&80mg/mL £LL, * fel*100«g/«LJKJ:^**V^*l^tf 

[0 0 1 5] 

hn^if^KiiS^n^^ccDfSffifls&iEJi-rs^Mtt, Mill # 

^Bg64-6219 #^*S^»fci-S#a©^^lR^W»tC|a«3*lfe«»k*«SK: 

§&©-£&£„ T^tehns/jtf^ay y£ itit bh^^Miifttsiih 

DNA^^e>©^n. 

igtt h n > jff^ y > & s ii ©ttSt#&iS ii^i.. z. <z>mm$mntt 3 © 
i9-i320)T^ J mmm*> Nn>if >c«fc&:7n7M>c©iS'l£ttS:{EM > r<&f£ 

#3 ©19-132© 73 smmnv i^j«±, ioiti«©7^ y^, 

«fB?mi22a## 7 ©19-132© 7 ^ y "r^fc^@a^J^SB^J## 3 ©7 ^ 

-/Rffi#l*f»© 125&© Val# Ala(c*g|Stlfel!^e>5&S^^K, 
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* h < »70%, L < &80%, $ jcjf* L < &90% * te95%J£* Jbffllsf 

[0 0 16] 

-5§-l©19-516#:©y* ;il^?>^5^^ F##* LV^fc LTWfetl* 
o *fe-t5fi©«y, i®BB^BB^J## 1 ©19-516© r 5 ^IftBB^tt. hn>tf 

^MbTVNT^j:<. irt£fc>%mzmm&m-% i <di9-516(dt * j mmrnn i 

MM. &$c, ftflDUTV^Tfc&V^ «A«BB^B!^I## 5 ©19-516©r ^ ^ Mfc 
SB#K -t*sfc^ffi^K^I##l©r^ySftIB^Jtf»© 473&<Z> Val# AlalC«m 

k j: o t fct, ^vi/gp^a^© * * ^, mmmmmm^-B 1 © i7-5i6&<z> r 
fe5o *»wicfevxT, _tia©sH^msH^j## i ©i9-5i6^©r^ smmmtp* 

[0 0 17] 

* fc, -sr^tt h n y tit* V =l u > @B^@B^J## 4 * fe 8 ©55-396<Z)& 

mmwmm mk\zw t, x * v u > *j x > h *^#t c t aw ^ 'j^xt-ts 

flBi-T S^M U lo#iifffittl0^TT'^ £ £: ©T?£ & £ 
%#£bV>o XMJ>^x>h^ftlt *I*g DNAtfSlft© DNA^JUftlCN 
^^'J^Xt't5^feot, *B*fl DNAtC DNA, RNA, DNA& 

JSv*taw 7V #W>C£-tf\ ^©^, ##&8rfcBfi5r© dnajs**McaW 
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Xl/feffifct DNA&gfcV^f o 09*. ft. Sambrook et al.(1989, Molecu 

lar Cloning,^ 2 Cold Spring Harbor Laboratory Press, Cold Spring Har 
bor,NY) £##lCL/T&)£1-;ftfc£J:^ 0 #9*. ft, 42*CT?, 6 XSSC , 5 XDenhar 
dt's reagent^ 0.5% SDS, 100 /ug/mL denatured, fragmented salmon sperm DNA 
, 50%*;i/AT^ K^A-f ~fV #-Y>Ci±b#>, 68°CX% .0.1 XSSC , 0.5 %SDS{C 

[0 0 18] 

Mijoti/Tii, ±j*©ww*fisja*-& i © i-i8 <dt$ ytn^&ft&ix 

^■(tPA) ©S/^^/K^JSrfaffl'r-srfc^Tf^* (KKS&W 88/981 l#<k#g#flg 
[0019] 

ft, L < te«r?g'f$ hn^^aU y*n- F^S dnak#I&, 

ZlSmftmtf ktl*. »3l«***-4:tt, :/n^-#-@B?rj, mRNAJCU ;tfV-A 

>fV>f±^ m^mffia # - ^ * - # -@2#l, !Wi3«ffl^fc£T?*J*3*i5 D 
NA^Tf&y, #*bV^4fcj|Wi!ei»35I/<^*-©«rfcLTtt, R.C Mulligan P> 
[Proc. Natl. Acad. Sci. U.S. A. 78. 2072(1981).] #|R£ bt pSV2-X ^ P. 
M. Howley £, [Method in Emzymology, 101 ,387, Academic Press(1983)] j^fg'gf 
LT^£ PBP69T (69-6) bft& 0 



1 1 
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^-r^-x/\Ax#-0ll(CHO) cos-i mtib- COS-7 mm. VER0(ATCC 

ccL-8i)$wj§a, bhk mum* * ^m^ncmm. /na*#-av-i2-664 mm&-& 

CHO « tC&VtTte:, DHFR-CHO$Bfl§ ffi $ & fC # * b V \ . 
[0 0 2 0] 

#<^t>ti, *fr?ftKmh ferns-** z.t.w&tLi,<* ± 

64-6219#^#, 4#Hi?¥2-255699-5§-<kfg, #H§¥5-213998#<k#, #B§¥5-31078 
7#<^#, #^7-155176#^#, J. Biol. Chem. ,264:10351-10353(1989)] „ I, 

& *m ^ z> z. i: ic cfc y , & s v% tt^ti e> {cfflS<z>:im&c*P s s z. t. K <fc y *R3i*r 

&=3— K"**<5 DNA&^-fr^^ KpSV2TMJ2&-^tf, Escherichia coli K-12 st 
rain DH5 (ATCG 4JFff6#-& 67283#) /W^JlT V>£ 0 * fc> 3<Z>®*fc&£i« 

(Escher i ch i a coli DH5/pSV2TM J2) (FERMBP-5570) %%^Z> Z. £%T*£ 
[0 0 2 1] 

] , *fe»#^5-213998#^S:##{Ct" "f &£>l3t: hfisfc 

©^»tthD>3K«s;ay>a«^«:5te^»^i*iifK:j:y, »m®b 
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Method in Enzymo logy, 100: 468 (1983 ^) , TjjfS. y V ^l^X (Academic Pr 

ess)] tcffi«©*Sc»c«eoT, zmmmmmmzfi?, wz.it* mm&mmm^ 
i ®^i4i8^©msT«. umm&f& DKA&Mv^Tiftsctcassii/fe dna^&i- 

[0 0 2 2] 

feigns K:<fc y s e>jcaadW»»*K:* yfj^a^rsr ii%BrtgT-&Sc 

[0 0 2 3] 

s^y [ti^-si, sdic-micDMi^ 

mm zw-d ^mm & mmit ifc^bvh^?^-^, nr»tt h n > iff ^ ^ 

> fcf^pngffi h n ytftpa. y >©^#;£fUM«M##tf e>*is. r*i e>© 

^^ayxO^fefrJM-tSi^^^ 5-42920#4fe?BU ftffi 

HH64-45398#^#, #M^6-205692^#«iif K:ffi*Stlfeffil^»f 6*1*. * 
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^fctsrt^ts. TO^gM^, ft«B»*lc*y Mi 
[0 0 2 4] 

Flow l?^#±^^fei«##&ffi5»igL^tthn>^^^y 
^Bf^fcHURU ov\t'77-f-f-f -^^ACDDiP-Nn>tf>-T^fn-^(di 

isopropylphosphoryl thrombin agarose)^^ A^^ffSg LnTMt h n ytf^l? 

y^^^vymm^^m^tLx-mm-t^mm^m [Gomi k. bioo<u 

75:1396-1399 (1990)] ##fcf £ tl« . «ri§f£ h D ytf*=i?3L V >$frg; 

£ ita, W^i£huy¥yiz&&7°u^4ycm'ftlk(Di£mffi>&tfm7bftz> 

[0 0 2 5] 

jBfcU ^>^n7M|^i ftJC^LV^fcbTHu 0.18M N 
aCl £#tf 0.02Mhy (pH7. 4) T^MbfeQ-t7r n-^Fast F 

low &MV*5#$£T?&S„ ajrgfe^H, «tLK0.3K NaCl-^-tf0.02M h y X*H 
««?S(pH7.4) LMmm&<D»Sm , & hn>^ y > &«& 
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[0 0 2 6] 

p-huytfy-yJtu-x% : 7<u<DM£.. n^t^ay >^;^n 

— ^mtt:ft^A©M##*f 6>*15 0 DIP-h n>tf>-T^n-X*^A^, ^ 
100mM NaCl «fc l>*0 . 5mM Jfrffcjtj/l/*/* A£-g-tf20mM h U ^Mig 

#9*. If, 1.0M NaCl &t>*0.5mM A £-^t?20mM h U ^JftMUfK 

(ph7 . 4) T^m bwssft© Rr»tt ho>^ s; a u y *Mm~? sra^s. 

* fcfftRfiSffi h> nv^yaU >^ey — ^;i>m#;*j^AJc£v^tt, ^#>cn 

yaiJ^^Q-t^ftftSSjll/fe 0.5M NaCl^O.lM NaHC03 M1t?&(pH8 

.3) ic^M^'ti:. ■fe7rn-^4FF{cStBr^f£hn>sK=E^aU ^n-^ 
^§A^^y>^$^fefH§^btA7i=»S:, ^#)Mx.tf0.3M NaCl^ 
tf20mMU (pH7. 3) T?¥!frffcU tt&CDgfc&Otk 0.3M Na 

Cl-g-tflOOmM *>>&BMSHB*fc(pH3.0) &CT^ffii2rb&&:£&#M^3 tlS, 

[0 0 2 7] 

^JCW&tlfcWSaSrpHS.SJCMaEbfelfeK:, 0.3M NaCl fc-^tJlOOmM ^US/ 
>*K«««(pH3.5) Tf^f&ftbfcHM' #*b<»3il»>ftf>£« 
&T*&3 SP-fe7TP-XFF (7 7;i/Ti/7?±) iCf^-^'b, 

[0 0 2 8] 

$e>tc, >f^»5®U:J:*j|S«f?RSSiftS:ff3Qs^^ii%W* 50mM 
NaCl&^t?20«My >#SMflr«(pH7.3) W«fflj-ftb«)fe Sephacryl S-300#^ 
A%b<&S-200 #9A{C, PS^j@lCi:y|g^Lfe^^maS:^^-^b 
, 50aM NaCl &^mO«MU (pH7. 3) TfSRHHJU hn^fcf^tCj: 
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o 

[0 0 2 9] 

gft^L/ta^ tfttt. mm. mm. mm. vym. s/*vm. #^>m. m^m 
w&tis. #if^«T/i/*y^M j f>r^*y±s^»ii©a%»*bv^« 

fcf-hytfAtfW&tiS. y/i/:#y±S£Mfc©« 3 fo#*bv^i:l,T 

#tf£*i3o r/i/*y±s^Ma:i/Tttffii^.« , 7^*s/9A, #;i/>>*A, ^y 
* u < ;v */ A t» s> £ o ;r *i £ <d £Ob # ^ vift'fe «fc tf-?- ©tfctt, . My^%<Dm 

[0 0 3 0] 

y*/> (y^>t%me)) feu ^wt^sd^ *&»l#:<^ 
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e>sm^LTji^ mm. mm, mm, vym. y^m, v^ym, m 
ftMte£tfMjxztiz>t>K n$.i,<izi&m, mm, vym-z&v, zbizftth 

zn^ovyy&&x$^<D^<DWM&*^m^&ii%K] l z. mmizz-£t>v 

[0 0 3 1 ] 

y S/>*fe«-e(DI60jfi*#t»-fr 
# ^>»*-*^J&ifS:5prJM't*Si L^mt LTW £>;TiS 0 r<Z>y 

lAlfT^'JiJI^T^AyililtCDl^^t bV^Ji: UTSfctf &ft5. 

r;i/*y^»iibTi±, mxi*±hvvj*, #y?A, y^A&£f##tf e>ti 
, l<«^- h y 9 a, j&ytfA-e&y, ae>jc#*b<»^-hy^A««#w r 
e>*i£ 0 r^*y±3R^Mi:©* ; fe»*L/V^i: UT^w&jfis. y;i/# 

y i:lT HTt ^* ? A, ? A> /OJij^Aft if £> 

n, ff*b<ttv^i'9A, #;i/^?A-e&y, $e>fc^^ l<&#;i^>^a 

^JMT^^o HftlftiCte, y^/^^^-h y ?A— zMWjW* L 



ffifE# 2003-3010150 
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[0 0 3 2] 

=e)immiz. mu%tsEB*mmj3(Dmm&wfe&i. -&z>^\% usp24<785>osmolar 

ITY iZmM<Dj3&~?&&> mOsm(milliosmoles per liter) 

Ttt, 0.8 J^_LAW*b<, JtBSfcbTfci:, 1.5 J£TFjW*b<* b< 
[0 0 3 3]. 

bT, iSM^feU, 5mgJ^_h-^t?r^^ilST^y. lOmgjeJLfc^tfd' 
l5mgJBU:#3e>K:#*bv% 0 20«gj£U:#*F* b<* 

30m g j^Jr^&r bv^£ bT#tf *>*i& 0 

miam&mnA&ftte, SV%&C50:50 jWfrlCffSbV^Tffcy, 60:40 ~ 

40:60 b^$[£ bT^tf&tK ££{Ci;fc 80:20—20:80 %«^Stl-B. 

fe©feo©asjn4tt, affiances TOehns/a^esJays/i 

mg*fe»;©aSiW*©TBRilbT, O.OOOlmmol JSUltffll^Stl, #*b<tt 

0.0003mmol J^Jt, J; b < » 0.0007mmol J^Jt, #{C^t b < &£0.001mmo 

mt.LT. lmmol^T^M^^n, b<&0.7mmol &,~f y J:iJ^*b< 



1 8 
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&0.3mmol J^T, #&C$?2: U < 1*0. lmmol J^T^M^^tl^o _tfBtf>8$;&n*£ L 
[0 0 3 4] 

mt k v 2/^60, y * * s/ x ^ i/ > «<ft k v jK yyM-h so, y 
y;i//<-h20, jKya-3ps/x*-i/>(i60) jtf y s/yn ku> (30)^y 

[0 0 3 5] 

, Jifa^^ofe^©»^^3^(DMM©^w^tt, «t«r^ffihn 
y, zbic&&L<i l zmffl<hxmtp''Z2b2>o ssar^x5g*T?»*<z>pH«, 

4£Ul, b< &PH5JSU:, J: y»*b<ttpH6JK±, b<ttpH6. 

5JK±3^«^sn*. pHCDJiPSiibTliiimpHi lKT^SH, 

b < ttpHlOJBTF* *y#*b<ttpH9JKT, $e>iC^*b<«pH8^T> #SC# 



miiE# 2003-301015C 
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£b<&pH7.5 gTWB^^So B&MODpH£&^fc#)tC&, jB»ICJ:U, MS 

^x>^ % y ym, v ym.~7k.m-r h y y H'jfA, *m 

wttha>^s;ay>©«i«ais^>««Bis^*Av>. 
ttWicRjesnfev^, ^v^y^ybfeftRflDpHftpHWAMTfiwy, mm 

[0 0 3 6] 

-Lsa© <fc e> jc«3W-ffcxa-e w« b & «rife h n > #f=e *; n y > *s a tf^ft&i 

mate «fcyaJC©» 3 ©*iHSIS:^UT M^USO^^m 
©:7^;i/#-&MbT&®3«-§z:£aW* bv%. fr< bT^^n^RT^ffih 

&##C3fc*U ^©££?8£JbT|gMi:bT4-><i:v^ «Mit5ri:^J: 

TftS. *#Jc^*sn, m§85j*3ft5?8?lK©*fcbT, #Jc#FSib<H: 0.5 
*»&1.0«L -T&fc*., *©TP8ilbT«:0.1mL Jg<_fc#*F* b<, 

J:y»*b<J*0.3nL #tC^^ b<tt0.5mL J«_h^M^$tl^ 0 * fc* ^ 

Mtf>*©Jt|$g£ bTtt»#10«L«T#«a*a*U ^IL<tt 5mLJ^T, <fc y 
b<tt2mL J£TF> 4$JC«F* b < ttl«L «T##*f 
[0 0 3 7] 

> £ ft, * ©ASIC _bfB<Z> ^9 X ^ v 9 SS^SS &J3v^£fcfc-Ct* 

5. *l§^icfeVNT, ^9^»^>fT^K:i!fA*b«>fcW*if«5«l$8mi:bTii« 



2 0 
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[0 0 3 8] 

M^bT#^e>tlS 0 Tim, O.lmL J^±, »*L<«0. 

3mL #_t. 3&JC#*U<tt0.5BL JK±j^ffiI^S*lS. -e<Z>^*tf>_L|5S£ 
ttil *I#5mL J^T, 0^ b <«3mL JB^T, $ £> JC#* L < &2mL J^T, 
»*U<ttl.5mL JKT#«33*3*l*. 3£>JC, jlfl&W:, ^!0.5mL * 

[0 0 3 9] 

O.lmL *>e>2mL , #*b<tt 0.3mL *»fel.5«L , #&C*J;§; L < kfc0.5mL fr&lm 
[0 0 4 0] 



2003-3010150 



2002—009951 



*S?a'J UT^fi&fc UO.OOl frfe 5mg/kg CD<gH*??&*K *?*l/<» 

0.02frfe2mg/k g> $ Ziznt. h < &0.05fr£>lmg/kg, #{C0* L < » O.lfr P>0. 
5mg/kg##tf fen, 1 0&fc*J 1 Ef*fctti&SK:iSCT3REItft#'rS. tft^WIW 

&iobihk: i ®, $ fe&c£f£ l< i*4 a^e> 7 Htc 1 mt-r-sr "srtg-e&s 

[0 04 1] 

Ife^tfy^yHmtlft, So»Si^*^ O.lmL frfe2mL <02KK:»»b# 
5t©T'feoT> ^©3£«?l#©^ffiifc# 0.5j^fe2.0 t*5ii:5:#fi:t§ 

[0 0 4 2] 

*a*»ifif3*^Hi«n?*)y, ff^wu Msi±iomgj^±.^-r§- a^sti, 15 

■wJK-t^-rSi^^S 6>Ki»* bv^fc LT#tf fen& 0 

w&n*««, ^KttMit'fes. rne>©M^i3<kt>*-?-<DM#snm© 
##D*&#jtt-sigt&cte, waiter fcfc*;©fcv* pay* 7 u lt© 

, T77^ 0 ^^>M*fe^i^©i^*W^bv^MhbTM^$n^ 0 m?>©T5; 

[0 04 3] 



[miff] 



2 2 
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jkt, &mw> mmm, amm. &4-m&*TtmmmK.*v*am*&{*mK. 
wmm 1 3 

*mmwxm v % § nnstt s n > jk*e s; ay>©4i 
2i9#4^«<o*M«iotcia«©^r«) tcsev^gu s&jcis^atijiicj:*;«» 

fcf?t>T#fe. W&S?!ISI?!l#^l<075;»a5!I&3 - Kt5 DNA (j| 
B5^IB^J##2©&giB^JJ:y&5) Sr. ^^-T--X/\Ax 9 - 
0m(CHO) «JBK:h9>^7ai^S/a>bT, i©^»(Ei(IIWft<Z)«§|*J:y± 
»*&V*ttjeft®*|«ScK:T, 50mM NaCl fc*t?20«MU >fllttltflf)R(pH7.S) "If 

hn^Tif^^^U >mmtf6 0mg/mL"e&£TMD123H£:Ifcf#b£ D RffcJC, IB 

^ib^##3©t$ jwmm*n~ K*rs dna ib^m@b^j## 

4<Z>3&g@B#f<fcy&5) &MV>S3iilC«fc y, SB^mi2^J## 3 COT ^ y^HB^J 
[0 04 4] 

* fe, S^TM^f*^ 2 CDl&a£S!W Sr-^tf DNA®t# £ J: ®J#[^!fB#J#-S§- 9 (c 

, m$mm&m^5<DT$ snmm&n- k-ts dna gr^ic^ sb^bb^i 

##6CD«aiffi^ffJ:y3&«) SriBM&bfc. Zl© DNABS#r&CHO ifflJ&fC h7>X7 

, 50mM MaClS:^tf20mMy>ifttft««*(pH7.3) T^'M^&HIiRbfe«M^ 

mg/mL T?*«B!^ffi^J##5©r^ ^®B#f<Z> 19-516 CD T ^ ./^£4>&<£% 
^-TS^^K (JB*T* TMD123HM fclfc-f &IR#l,&. H«fcJC* BBJtf 



2 3 
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[0 0 4 5] 

immm 1 ] 

A-tKMj (fr^lttlg) 2.5mmol ^3 <fc 0 D (-)-V > - h (*&#»53g) 2.5mmo 

_tia»in*I»ae 4mL&15mL©y2/* hfi-^CAU, ###Hn?#6*lfeTM 
D123H &5«L(Br*tt h O ^JK^E^n. 'J>tbtSl fB^©10^*iCfefeS300mg 

2/U >^25mL (-rvO/^ig) £/SV\ : 0.22^m(^ U /KTSiMILLEX-GV) <D~7 -i 

mm** rimy (^zng^-§S3oio) icimLTo^ 

[0 0 4 6] 



(*f6*»xS) Wtt^a^*-»fi***-*^AftfT»-*'¥'Vy^» 

ay>30mg„ L-¥)V# ^ >gfc^ h U ^CfU^jO.OSmmol. D (-)-^>n h 

[0 0 4 7] 

^«SP (15^i-tT^M^e>15°C) -> #?££P ( 2 BffgfrttT 15^^-45 

°c) -» (21^ -45°o - n&fflf& mmm -45°o (2ou#ra 

j^ttT -45°C^e>25°C) -* (15^25^) -» ( 1 B#H^tfT25'C#> 

fe45°C) (5^f^45 0 C) -» (2^W^^T45t;^e>25r;) -> ^ 



2 4 



mtEE# 2003-3010150 




#2 002 — 009951 



mmz. mWffll-1 OTMD123H ©ftjfo y JCTMD123HM TME456H ( 

[0 0 4 8] 



1 «N»3 U ©3»* 



HMMl-l TMD123H 

D(-)-v>- h-;i/ 



30mg 

0 . 05mmo 1 

0.05mmol 



TMD123HM 
L-40l/# ^ >^Na— tKMj 



30mg 
0.05mmol 
0.05mmol 



-3 TME456H 

L-tf)V# ^ >^Na— ?fcflJ#; 



30 mg 

0.05mmol 

0.05mmol 



bMMl-4 TME456HM 

d(-)-v>=. h~;i/ 



30mg 
0.05mmol 
0 . 05mmo 1 



£116012-1 TMD123H 

D(-K>-h-;i/ 



30mg 
0.075mmol 
0.075mmol 



-1 



TMD123H 



30mg 
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D(-)-v>r. h-;i/ 



0.025mmol 
0.025mmol 



-1 TMD123H 

D(-)-V>-h-;i/ 



30mg 

0.02mmol 

O.lOmmol 



-1 TMD123H 

D(-)-v>— 



30mg 

0.07mmol 

0.02mmol 



-1 TMD123H 



30mg 

0.03mmol 

0.15mmol 



-1 TMD123H 

D(-)-T>— 



30mg 

O.lOmmol 

0.03mmol 



-1 



TMD123H 
L-U £/>tttttt 



30mg 

0 . 05mmo 1 

0. 05mmol 



TMD123H 
L-U 



30mg 

0.03ramol 

0.07mmol 



SH&091O-1 TMD123H 30mg 



2003-3 01015C 
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?)i*$y] 



O.lOmmol 
O.lOmmol 



TMD123H 30mg 

U*/> 0.15mmol 
tfjVZ ^ yW. 0.15mmol 



iJ6Ml2-l TMD123H 

L-T X /1 =5 ^>^Na— TKfO^ 



30mg 
0.06mmol 
0.06mmol 



TMD123H 

D(-)- b-JV 



30mg 
0.05mmol 
0. 05mmol 



TMD123H 



30mg 
0.07mmol 



I6SM15-1 



TMD123H 



30mg 
0.05mmol 
0 . 05mmo 1 



IM^IS-I TMD123H 

mm 



30mg 
0.05mmol 
0.05mmol 



mMMl7-l TMD123H 



30mg 
0.05mmol 



2 7 
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d(-)-7>i h 



0.05mmol 



HWJ18-1 TMD123H 

L-7:*^3r>ifcNa— 
D(-)-V> — 



30mg 
0. 05mmol 
0.05mmol 



TMD123H 

L- >f)\s% % >g?Na— 7KfU#J 
D(-)-V>-h-;i/ 



15mg 
0.025mmol 
0.025mmol 



H»J20-1 



TMD123H 

D(-)-Y>-h-;V 



lOmg 
0.017mmol 
0.017mmol 



MMM21-1 TMD123H 

D(-)-v>n 



15mg 
0.038mmol 
0.038mmol 



TMD123H 

L-tfjl# >^Na— 



lOmg 
0.025mmol 
0.025mmol 



HS5W23-1 TMD123H 

D(-)-v>- 



15mg 
0.0125mmol 
0.0125mmol 



H»J24-1 TMD123H lOmg 

L-tf)\j& S. y^m— 7j0D% 0.0083mmol 
D(-)-V>— h — ;b 0.0083mmol 
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HJ6W25-1 TMD123H 
D(-)- 



30mg 
0.075mmol 
0.075mmol 



MMM2S-1 TMD123H 

d(-)- -?y— h-;i/ 



30mg 
0.025mmol 
0.025mmol 



HJSM27-1 TMD123H 

L-T * A" 9 > ^Na— ^cfU% 
D(-)- h-;b 



30mg 

0.02mmol 

O.lOmmol 



TMD123H 

D(-)- 7>ll>-jl/ 



30mg 

0.07mmol 

0.02mmol 



HJSM29-1 TMD123H 

A" 9 3? >^Na— 7KfH# 
D(-)-T>- 



30mg 

0 . 03mmo 1 

0.15mmol 



HJ6M30-1 TMD123H 

L-r^rt^lfy ^Na— 7KfD# 



30mg 
O.lOmmol 
0.03mmol 



HJSM31-1 TMD123H 15mg 

L-T;*r?9 3r>S£Na— 7K^0# 0.025mmol 
D(-)~ h— 0.025mmol 
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IMM32-1 TMD123H 

L-7XA7^> ^Na— *fU# 
D(-)- 7>lh-Jl/ 



lOmg 

0.017mmol 
0.017mmol 



HI£$I33-1 TMD123H 

L-T ^ J* 9 =¥ > ^Na— 7Kfn# 

D(-)- v>- h-;u 



15mg 

0.038mmol 
0.038mmol 



HSfe$l34-l TMD123H 

L-T X A 9 =¥ > ^Na— TfcM; 
D(-)- 



lOmg 

0.025mmol 
0.025mmol 



TMD123H 

L-T X A 5 *r y ^Na— 7KftI# 
D(-)- -?y- h~JV 



15mg 
0.0125mmol 
0.0125mmol 



^M36-l TMD123H 

L-T * /I ^ =^ > g?Na— TfcM, 
D(-)-T> " h-;i/ 



lOmg 
0.0083mmol 
0.0083mmol 



TMD123H 

l-t;^— 



15mg 

0.75mmol 
0.75mmol 



TMD123H lOmg 

1-7/1"*?— y- &gg£ 0.5mmol 

7,9X1 — ?s 0.5mmol 

ttxWBfa TMD123H 30mg 



ffiliE^t 2003-3010150 
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Jfc««f4 



TMD123H 



30mg 

0.025mmol 



TMD123H 

D(-)- ^ry—h-Ji 



30mg 

0.025mmol 



TMD123H 



30mg 
0.05mmol 



TMD123H 

D(-)- V>~b-;i/ 



30mg 

0 . 05mmo 1 



stmw& 



TMD123H 



30mg 
0.075mmol 



TMD123H 

D(-)- 7>-kJl 



30mg 
0.075mmol 



TMD123H 



30mg 
0.025mmol 



ifc*«ii 



TMD123H 

L-T X A 9 ^ > BfcNa— zfcfDflf 



30mg 
0.05mmol 



TMD123H 

L- T X A° 9 =*r > IWa— zfcfffift 



30mg 
0.075mmol 



[0 0 4 9] 



3 1 
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mmm 1 tmm<D^mx\ m 1 B*<z>*r*tt h n y y ymmm^mm 
m*mfc (-tsmvt v n y^v=L y ycDmm^^rtn^HA m-t^mmm?.- 

L H»j2-2, HSSM2-3, HdgM2-4)„ 
[0 0 5 0] 

mmmi tm-m^mx. mimm^m^huy^vzLvy^mm^m 
n*mfr (tn^nmmms-u mmms-^ mmms-A) 0 

[0 0 5 1] 

mmm 4] 

[0 0 5 2] 
[0 0 5 3] 

^mi tmm<D^mx\ mimm<DT$m&huytf^p=Lvy^mmismm 
m*mtc (*n?frmmm6-L mmme-2, mmmG-^ mmme-A) B . 

[0 0 5 4] 

8ff£#fc (-en*tlHESfi«7-l, StlJi«7-2, H»J7-3, 2£66«[7-4). 
[0 0 5 5] 
[&«flf 8] 

Hifeflf 1 t W«©^«t?, 51 1 «ngf£ h n >tK^^zl y 

(*n**iaw6«8-i, mteW8-& mmm*-®, 

[0 0 5 6] 



3 2 
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(^ti^tinmM9-i, mmmd-z. mmmds, mmms-4). 

[0 0 5 7] 

[HdfcM i o ] 

Mzmt (^n^nmrnmio-L mmmio-2, mmmio-s^ mmmio-v . 

[0 0 5 8] 
[H»J 11] 

aj&fcfc (**i-€*i**«n-i, h^mii-2, mmmu-s, rnmmn-*) . 

[0 0 5 9] 
[ftttttl 1 2 ] 

m*mtc c^n^timmmu-u mmmiz-z. ^$112-3, mmmiz-D . 

[0 0 6 0] 

[HSfeM l 3 ] 

mmm i ^ i ib«© *r?§<Si h n y^v=L y >^a^^s^ 

#J£#£ (**l**l**«13-l, HWJ13-2, |Hj£$|13-3. HlfeMl3-4) 0 
[0 0 6 1] 

mmm 1 4 ] 

m*mtc een^nmmmu-u mmmu-2. mmmu-s. mmmu-*) . 

[0 0 6 2] 

mmm 1 5 ] 

nzmtc atn^nmrnmi^-u hssmis-2, mmmiss. mmmis-v . 

[0 0 6 3] 

immm 1 e ] 



ffiIE4$ 2003 - , 3 010150 
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mzmtc (^n^nmmmie-u mmmi6-z. mmmis-^ mmmi6-A) 0 

[0 0 6 4] . 

mmm i (D^mmmmrnvmnmrn^mm^^ r^^yiz^-t^^ y tc 2 
ymmm-smmnzmfc (t^^mmmn-u mmm^s, mm 

M17-4) «. 

[0 0 6 5] 

immm 1 s ] 

ll»ii3©^)is|-^iii§"e^A-r riv^yottfo y sc 2 a**/ y y v (r;i/ 

mtc (^rti^^mmmis-u mmmis-2. mmwis-Q . 

[0 0 6 6] 

mmm 1 9 ] 

(•^tl-€tl^Ml9-U ^fig«19-2, ^JgMl9-3, HJ6M19-4) „ 
[0 0 6 7] 
[&tttif2 0] 

uttM 1 t? 5 ii h tcunmm &tem/uyji*>Ko. 333*1,1* o l & 

(*ft-£*l£Sife«2<KL H»j20-2, ggJ6fl!20-3, &tt0i2O-4) i 



3 4 
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[0 0 6 8] 

[JHM2 l] 

(*n*tl««21-l, IHI&M21-2, HJ6M21-3, HJ6M21-4) „ 
[0 0 6 9] 
[£JM2 2] 

£ (**X-?*l^i£fll22-l, HJ6M22-2, H»J22-3, HJ6M22-4) . . 
[0 0 7 0] 
[|iyisM2 3] 

ggffrftT 3 Til 5 ji b ZMmsU 7/1/ tf > fC0.5mLTo^a b 

(■en-?tlHflS«23-l, HJ6M23-2, HJgM23-3, HJ6M23-4) „ 
[0 0 7 1] 

mmm 3 x*mm 3 b ^ & Mm a >r 7 ^ t? > ic 0 . 333mL*r b & 

(*tl**l*i6«24-l, ^JS«24-2, HISM24-3. HJ6#|24-4) . 
[0 0 7 2] 
[H»J2 5] 

H»J 1 i:in#©5EftST?, * 1 sa«o *r«ffi h n ^jK^^a y ^ffiM&ftlt 

#J£#£ (**l^tlHl(S«25-l, HJ6M25-2, H»J25-3, HS&M25-4) . 
[0 0 7 3] 

mmm 2 e ] 

#JS;#£ (**l^ft£i6M26-l, HJgM26-2, HJSM26-3, £J60&26-4) . 
[0 0 7 4] 



3 5 
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mmm 1 tmu<D^mx% m 1 ea«© «r^« h n ytf^v*. y ^whs-mis 

("t*l-e*lliB»«27-l, HJ6«27-4) . 

[0 0 7 5] 

hmm i 4:H*©3Er»T?, s i mm® *sm<& s n y 

(*n**l3fcJi«28-l, HJM28-2, HJ6M28-3, §HJfeM28-4) . 
[0 0 7 6] 
CHJ6«2 9] 

ggffitil l W«H©*&^ m l SBm©«T?tffi h n ytf^Va. y 
#J£#fc (*n*n**«29-l, HS6M29-2, H|g$l29-3, HJ6M29-4) . 
[0 0 7 7] 
[*ft«3 0] 

(tn^timmmso-u mmmso-^ mmmsos, mmmso-^ . 

[0 0 7 8] 
[&tttf3 1 ] 

|g»J 13T*$=B 5 ffi U 5: MM <4 T to tf > fc 0 . 5mL-fo U ^ 

(^n^nmmmsi-u mMmsis, rnmrnsi-^) . 

[0 0 7 9] 

mmm 3 2 ] 

&s^itmm<D^mx^ m 1 «a«©ir*tt h n y 

fc (^ft^nmMW22-U HJ60H32-2, $£160132-3, H^M32-4) o 
[0 0 8 0] 
[H»J3 3] 

||^M25T*MK5i@bfe^^&M®^^r;i/fcf>lC0.5mLt e O^bfeJ^ 
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• 
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• 



(**l-?tl^J6«33-l, |^j&#[33-3, HJ6«33-4) . 



[0 0 8 1] 



mmm25x*mm ai&vtc &mmm * mm x r & t: y ic o . 333*1,1*0 b £ 

(*4X-?tllSJ6W34-l, HMM34-2, HJg#!l34-3, §^#134-4) . 
[0 0 8 2] 
[HS6M3 5] 

(■e*l-6tlH*«35-l, HJIM35-2, HIM35-3, J5Ji«35-4) „ 
[0 0 8 3] 
[HM3 6] 

HMJ26^M» 5 » b fefsm»?lS 5: ttftl /<<< Tfr tf ^ ICO. 333mLTo:SH£ b 

(^ti-etiHJ6M36-i, zmmaes* mmws6-v . 

[0 0 8 4] 
• [&M0I3 7] 

20mL©^^.7^Xn{CL-^;i/^5>^^-hU^A— TKWft (fO^MS) 2.5mmo 
li3J:^D(-)-V>nh~;i/ (ftftffigg) 2.5mmol Atl, 
fi?bT20mL£ bfe„ 

_hfB^MJ^4mLS:15mL(Z)ri/X h ^ a - A*l, 1 T*#e>ft£TMD 

123H&5mL h n >jK=ES?a U > i: bT300mg-^^1-^>) £J;tF50mM NaCl 

&^tf20mMU ym&ffiffin(pW7.3)*lmLija7L, Zl f= 

<f ^jKS/U >S?25mL (^;i/^ig) ?L#:0.22^m U jKT|SMILLEX-GV 

) ©:7-r/b*-;M5mT5ift«»U W^7M^^ (^-Sit^iS 3 o l o ) 



3 7 



2003-3010150 




tc (HJ6M37-1) „ 
[0 0 8 5] 

°o - (2 mm -45-c) m&m%i mmm -45*0 #ts (2on#ng 

^^T-45°C^^25°C) -> (lSBtf^S-C) — #^ ( 1 EtHW:tT25 0 C^ 

e>45°C) - (5B£5945°C) (2^ra^^T45°C^e>25^) -» 

mmm^m (-lOOmmHgilTf) -> -» 3r^y>^»#) 

T*#^tl^TMD123H©^y ICTMD123HM (H»j37-2) , TME 
456H (HJSM37-3) , fei^TME456HM (H»j37-4) £^T, ^-^ftilfBtf) 

[0 0 8 6] 
[IUgM3 8] 

#138-3, |«M38-4) „ 
[0 0 8 7] 

ixmrn 1 ] 

^e>7.5mL$:15mL(Z)T^^ h^3.~yjCA^ ##«l*e#&*lfc TMD123H&2.5 

©•WSMR&^-f ^>K2/y >^'25mL (^=eSg) £fflV\ : 0.22*i«U y /jf 

yigMILLEX-GV)©^;i/#--£tftfT3^M®U 7;i/fcf> 
ig3010) iClmLTo^Ufco 



ffiliE#2 0 0 3-3 0 




2 002—009951 



[0 0 8 8] 



Pa* 



m i mm<D4kftKTmmtoMxm*tf*\ i m^mz mm®. bn>^ u > 

15m g> L-T/l/^P— St®a0.75mMol, J* * n -*0.75mmol 
[0 0 8 9] 

20mL©*X:7 9;*=I&CL-y;V3r — (jftl^M^) 20mmol a 
-X (5f&3fett3!S) 20mmol£iyA*l, ^MM7jC$rAUx.^bT20mLt Lfe c 
^e>5mL &15mL<DT S/X h3^-:/JCA*U 1 ft fcTMD123H& 1.67m 

L (Brgfttha^^^ay >^bT100mg^-TS) J: tf&tiNS *3.33mL#t!;*. 

[0 0 9 0] 

15mL©T>>X h^-a-^lC, ###J 1 e>ft£TMD123H£5mL (rT^'H: h D > 
[0 0 9 1] 

[0 0 9 2] 

1 ©»£!l?§Mil§gT% & 1 ggtt® ttttDftf & 1 . 25mmol» y Aft & tt 
[0 0 9 3] 

utww s ] 

lyfeM i (Dmummmmmx, m 1 sj«©i&anjWS:2.5aaois; y a*i*jbwm± 
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• 
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[0 0 9 4] 

amm 7 ] 

mum i (Dmuwmmmm-z. & i mmvmm ^.smmoim ua^swj 



[0 0 9 5 ] 

amm s ] 

HiJfcM 1 (DmU^mmmm^\ M 1 fB*<Z)»#J£3.75mmol:i; »J AftSSWM* 
[0 0 9 6] 

H»j i <z>«&6n^»«w«T?, s i aa«©»inms:3.75mmoijfcy a*i«jk^« 

[0 0 9 7] 

. ammo] 

mmm i ©»anm»?fc§M8T?, m i ««c!>*aii*ifci.25Mwijiy a*isjb**m* 

[0 0 9 8] 

i comiMmmmmm^^ * i ia^®^in^&2.5mmoi*y ajisjewm* 

[0 0 9 9] 
[JHM12] 

£2j&#j i ©asjDSff»?Rw»!T», * i ia»<o*inffl&3.75m«oiji y a*i<&jswm* 

[0 10 0] 

1 ] 



4 0 
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4] 

^S$5^*±) l.OmL M,Mtf$:ffe 0 

[&^M7] 

[0101] 

c jtic^-^M i ] 
[jti«^M2] 

TlOOmLhU ^#MII^#f&#feo 

[jfc«a#«3] 



4 1 
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• 



[0 10 2] 
»«9 1 ] 



m2 K^Snfe«#fflIXttJfc«a^«(Z>l2#».»i©**©S«S:Quartaroli M 
<o<Djjm (J. Pharmacol. Exp. Ther. , 290(1) : 158-69, 1999) &C*g CTMi U£ 

fc 0 ION* 1 EEf of?V\ lfSn-e^TW&BfrH&^fcfc. 2 £ a* -T 



[0 10 3] 

hum* 2] 

100mL)(D^-X ; E;i/a^tt^^(286mOsm) tSSIi:^ e>&5£T?ft# U tc CS^ffi 
Jfc = * * *E (mOsm) /286 (mOsm) ) „ 

fee f 3&*3"fe, S^JEU^^«(VOGELt±|g OM802-D) £JgV>T, JSTF 
[0 10 4] 
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• 



$&200m0sm £ J: t>*400m0sm T^g(Z>#5lE£?T o fc B 

!f)V) tp~ZM : feirZ> 0 ZL(Dmt± h U A0.626g£IEffi|K:fiy , &fJM3Kl00g£ 
C^fiffi^-^^^^^mOOmOsm ©MIS] 

[0 10 5] 

300m0sm ^TO(VOGEL*±§g) £ 6 MB *J jg L/M^ Srffo T, 6 Sfa>^*M 
H#2%JS*[*T?&y, fflHMtf 291— 309m0sm 3 £ &5t|gLfc. 

[0 10 6] 

ifc«e*g^M2,3,4 T^#e>tife^#^i*ftlfM7K (^««^«) T*^ti-?tilO,l 
0,3 fglC^LT, r©|RJCoSIK«*?M^S:ffV^ fc&tlfcrt-^^iRS&lO 

i»n««« v> % © t? & y . $e *=> xmm<Dmmt>^^ <&$.l<&^z.£. s ti 

fee H^#J 2 ©SKajBEJfcS: W<*T tr5i2 L £ t. y ^-I«^I^©^vn 
v % £ fcMS v % % <z> T? & o „ 



4 3 
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) #2002-009951 
[0 10 7] 

1*2] 





.. .. j 

1 » 


1 

K 1 

1 ) 


l" 

tmmm (#) 1 






1 1 

1 mmmi-i 1 


1_ 

0.75 | 


15 1 


1.1 




1 mmmi-2. 1 


0.75 | 


14 | 


1.1 




1 mmmi-s 1 


0.75 | 


16 I 


1.1 




1 1 


0.75 | 


17 I 


1.1 




1 MMM2-1 1 

1 AJ * W 1 


1.0 | 


15 | 


1.0 




1 SGK«l-l | 


1.5 | 


19 1 


0.6 




1 SBK«l-l 1 


0.5 | 


20 | 


1.6 


1 


1 1 




12 I 


1.0 




I 9 %^^7jC | 




125 | 


10.0 


j*«ta^«ff 3 


1 Jtttffl 1 


1.0 | 


127 | 


10.1 




1 j£ttft[2 1 


2.0 | 


81 I 


3.4 




1 Jt«#ff3 I 
1 1 


1.0 I 

l 


45 | 
1 


0.2 



[0 10 8] 
[0 10 9] 
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t=.o &MmtOAmmo\/L WML* h U 9 A £-£t?50mmol/Ly 

pH7.3tCfflgl/;k : k(Z>£MV% > j&^AtiTSK-gel 3000SWXL (*V-«^tt) & 

m^&zL}) >©^a*nmg/mLi:*SJ:e>lC0.1mmol/L h U ?A£-^tf50 

mmol/LU >lt^f t©f tffl £#n;LT#f( 1/3091 V fc„ ^<D$t0.15mL£&Ab 
fe= ^Br«l»3%««tf («OI3e?ft«: 280nm)^Bf»tthn>JK J ES?3.U>©t;- 
*1EK(A) fcj;^7^?)8^}C^5#MCD^-^Bt(B) 100 X 

B/(A+B) J:y^tt£jaWS(X)&IICffll>fc. 3ft 3 K^fD^^htc. 

S?ay>W««***ttl, ^«k0H^Ml^e 3 18l?#e>tlfeTME456H *fcttTME4 
[0 110] 
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(%) 




Wi m m 


*ae Tit i n 

(mmol) 


^j!in* 30mg 








TMD123H 


TMD123HM 




D(-)- vV— Y—fr 


0. 05 
0. 05 


0.32 


0.4 




D(-)- h— ;u 


0. 075 
0. 075 


0. 34 


0. 36 




D(-)- 1 — 71/ 


0. 025 
0. 025 


0.52 


0.53 




L-^l/* i >S?Na— 7KfI^ 
1R y — r Jv 


0.02 
ft in 


0.36 


0. 41 




D(-)- 


0. 07 
0. 02 


0. 37 


0.33 




l-?'Jl>? ? >$Na— 7kW$J 
DC-)- h-71/ 


0. 03 
0.15 


0.39 


0.37 



2003-3010150 



#2002—009951 

[i3 0OO*t] 





D(-)- \--J\s 


0. 10 
0. 03 


0. 43 


0. 39 






0. 05 
0. 05 


0.40 


0.43 


^ifl>#ll9 


l- y •> >i£6£i& 


0. 03 
0. 07 


0.32 


0.35 


*ifc«io 


l- u : s y l- ^vi^ 5 ^le^-Tk* 


0. 10 
0.10 


0. 39 


0.36 




y •>> 


0. 15 
0. 15 


0. 42 


0.45 


Hdfe0>Ji2 




0.06 
0.06 


0. 55 


0.5 


ffe&te01J13 


D(-)- h— * 


0. 05 
0. 05 


0. 41 


0.44 






0. 07 


0.59 


0.56 






0. 05 
0. 05 


0.42 


0.45 




2003-3010150 
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L-T 7s>*v * >g?Na— 7kftl$] 


0. 05 
0. 05 


0.53 


0.55 


mmmn 


D(-)- b-Jl< 


0. 05 
0. 05 


0.34 


0. 38 




DC-)- h-yl/ 


0. 05 
0. 05 


0.39 


0.42 






0 


3.21 


3.51 






0. 025 


1. 56 


1. 59 




DC-)- h-^ 


0.025 


1.89 


1.97 






0. 05 


0. 80 


0.87 




DC-)- 


0. 05 


0.91 


1. 16 


)mm 




0.075 


0. 73 


0.77 




DC-)- h-A/ 


0. 075 


0.83 


0. 92 






0. 05 


0. 98 


1. 05 



[0111] 

SEQUENCE LISTING 
<110> MltJ&ffii&^tt: Asahi Kasei Kabushi Kaisha 
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<i2o> nm®. hnv^^a v ymmm^mmn 

Soluble Thrombomodulin high concentrated pharmaceuticals 

<130> X13-1568 

<210> 1 

<211> 516 

<212> PRT 

<213> Artificial Sequence 



<220> 

<223> t: h T^ffiKn^/j^^U y<DBfrmteT< J 



<400> 1 

Met Leu Gly Val Leu Val Leu Gly Ala Leu Ala Leu Ala Gly Leu Gly 

1 5 10 15 

Phe Pro Ala Pro Ala Glu Pro Gin Pro Gly Gly Ser Gin Cys Val Glu 

20 25 30 

His Asp Cys Phe Ala Leu Tyr Pro Gly Pro Ala Thr Phe Leu Asn Ala 

35 40 45 

Ser Gin lie Cys Asp Gly Leu Arg Gly His Leu Met Thr Val Arg Ser 

50 55 60 

Ser Val Ala Ala Asp Val He Ser Leu Leu Leu Asn Gly Asp Gly Gly 
65 70 75 80 

Val Gly Arg Arg Arg Leu Trp lie Gly Leu Gin Leu Pro Pro Gly Cys 

85 90 95 

Gly Asp Pro Lys Arg Leu Gly Pro Leu Arg Gly Phe Gin Trp Val Thr 

100 105 110 

Gly Asp Asn Asn Thr Ser Tyr Ser Arg Trp Ala Arg Leu Asp Leu Asn 



ailiE# 2003-3010150 
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115 



120 



125 



Gly Ala Pro Leu Cys Gly Pro Leu Cys Val Ala Val Ser Ala Ala Glu 

130 135 140 

Ala Thr Val Pro Ser Glu Pro He Trp Glu Glu Gin Gin Cys Glu Val 
145 150 155 160 

Lys Ala Asp Gly Phe Leu Cys Glu Phe His Phe Pro Ala Thr Cys Arg 

165 170 175 

Pro Leu Ala Val Glu Pro Gly Ala Ala Ala Ala Ala Val Ser lie Thr 

180 185 190 

Tyr Gly Thr Pro Phe Ala Ala Arg Gly Ala Asp Phe Gin Ala Leu Pro 

195 200 205 

Val Gly Ser Ser Ala Ala Val Ala Pro Leu Gly Leu Gin Leu Met Cys 

210 215 220 

Thr Ala Pro Pro Gly Ala Val Gin Gly His Trp Ala Arg Glu Ala Pro 
225 230 235 240 

Gly Ala Trp Asp Cys Ser Val Glu Asn Gly Gly Cys Glu His Ala Cys 

245 250 255 

Asn Ala He Pro Gly Ala Pro Arg Cys Gin Cys Pro Ala Gly Ala Ala 

260 265 270 

Leu Gin Ala Asp Gly Arg Ser Cys Thr Ala Ser Ala Thr Gin Ser Cys 

275 280 285 

Asn Asp Leu Cys Glu His Phe Cys Val Pro Asn Pro Asp Gin Pro Gly 

290 295 300 

Ser Tyr Ser Cys Met Cys Glu Thr Gly Tyr Arg Leu Ala Ala Asp Gin 
305 310 315 320 

His Arg Cys Glu Asp Val Asp Asp Cys lie Leu Glu Pro Ser Pro Cys 

325 330 335 

Pro Gin Arg Cys Val Asn Thr Gin Gly Gly Phe Glu Cys His Cys Tyr 



340 



345 



350 



ffiliE4$ 2 0 0 3 
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Pro Asn Tyr Asp Leu Val Asp Gly Glu Cys Val Glu Pro Val Asp Pro 

355 360 365 

Cys Phe Arg Ala Asn Cys Glu Tyr Gin Cys Gin Pro Leu Asn Gin Thr 

370 375 380 

Ser Tyr Leu Cys Val Cys Ala Glu Gly Phe Ala Pro lie Pro His Glu 
385 390 395 400 

Pro His Arg Cys Gin Met Phe Cys Asn Gin Thr Ala Cys Pro Ala Asp 

405 410 415 

Cys Asp Pro Asn Thr Gin Ala Ser Cys Glu Cys Pro Glu Gly Tyr lie 

420 425 430 

Leu Asp Asp Gly Phe lie Cys Thr Asp He Asp Glu Cys Glu Asn Gly 

435 440 445 

Gly Phe Cys Ser Gly Val Cys His Asn Leu Pro Gly Thr Phe Glu Cys 

450 455 460 

He Cys Gly Pro Asp Ser Ala Leu Val Arg His He Gly Thr Asp Cys 
465 470 475 480 

Asp Ser Gly Lys Val Asp Gly Gly Asp Ser Gly Ser Gly Glu Pro Pro 

485 490 495 

Pro Ser Pro Thr Pro Gly Ser Thr Leu Thr Pro Pro Ala Val Gly Leu 

500 505 510 

Val His Ser Gly 
515 

[0 112] 
<210> 2 
<211> 1548 
<212> DNA 

<213> Artificial Sequence 



<220> 



5 1 



2003.-3010150 



#2 0 0 2-0 0 9 9 5 1 

<223> n hnr^s hn^^a u >»^©3P:friftfcf&«se#j 



<400> 2 



atgcttgggg 


xccxgg XCC X 


xggcgcgcxg 


gcccxggccg 


gCC XggggX X 




gcagagccgc 


age cgggtgg 


cagccagtgc 


gtcgagcacg 


acxgcxxcgc 




ggccccgcga 


ccxxcc xcaa 


tgccagtcag 


axexgegacg 


gaexgegggg 


LLdLL lad Lg lOU 


acagtgcgct 


CCXCggtggC 


xgccgatgtc 


c—k -4- ^4* "4* X% y% -4" *4* irmf* 

axxxccxxgc 


xaexgaaegg 


cgacggcggc ^ftu 


gttggccgcc 


ggcgcctcxg 


gateggectg 


cagcxgccac 


ccggctgcgg 


CgaCCCCddg OUv 


cgcctcgggc 


ccctgcgcgg 


cttccagtgg 


gttaegggag 


acaacaacac 


cagcxaxagc oou 


aggtgggcac 


ggctcgacct 


caatggggct 


cccctctgcg 


gCCCgXXgXg 


CgXCgCXgXC 4l£U 


tccgctgctg 


aggecactgt 


gcccagcgag 


ccgatctggg 


aggagcagca 


gxgcgaagxg 4oU 


aaggccgatg 


gcttccxctg 


cgagttccac 


ttcccagcca 


cctgcaggcc 


aCXggCXgXg D4U 


gagcccggcg 


ccgcggctgc 


cgccgtctcg 


atcacctacg 


gcaccccgxx 


CgCggCCCgC oUU 


ggagcggact 


tccaggcgct 


gccggtgggc 


agctccgccg 


CggtggCtCC 


ccxcggcxxa oou 


cagctaatgt 


gcaccgcgcc 


gcccggagcg 


gtccaggggc 


actgggccag 


ggaggcgccg /zu 


ggcgcttggg 


actgeagegt 


ggagaaegge 


ggctgegage 


acgcgxgcaa 


xgcgaxcccx /oU 


ggggctcccc 


getgecagtg 


cccagccggc 


gccgccctgc 


aggcagaegg 


gCgCXCCXgC c54tU 


accgcatccg 


cgacgcagtc 


cxgcaacgac 


ctcxgcgagc 


acxxcxgcgx 


icccdacccc yuu 


gaccagccgg 


gctcctactc 


gtgcatgtgc 


gagaccggct 


accggctggc 


ggccgaccaa you 


caccggtgcg 


aggacgtgga 


xgaexgeata 


ctggagccca 


gxccgxgxcc 


geagegexgx iu^u 


gtcaacacac 


agggxggcxt 


cgagtgccac 


xgcxacccxa 


aciacgacci 


ggxggacggc iuou 


gagtgtgtgg 


agcccgtgga 


cccgtgcttc 


agagecaact 


gcgagtacca 


gxgccagccc iiftu 


ctgaaccaaa 


ctagctacct 


ctgcgtctgc 


gecgaggget 


tcgcgcccat 


tccccacgag 1200 


ccgcacaggt 


gccagatgtt 


ttgcaaccag 


actgcctgtc 


cagccgactg 


cgaccccaac 1260 


acccaggcta 


gctgtgagtg 


ccctgaaggc 


tacatcctgg 


acgacggttt 


catctgcacg 1320 


gacatcgacg 


agtgcgaaaa 


cggcggcttc 


tgctccgggg 


tgtgccacaa 


cctccccggt 1380 


accttcgagt 


geatctgegg 


gcccgactcg 


gcccttgtcc 


gecacattgg 


caccgac. t 1440 


gactccggca 


aggtggacgg 


tggegacage 


ggctctggcg 


agcccccgcc 


cagcccgacg 1500 


cccggctcca 


ccttgactcc 


tccggccgtg 


gggctcgtgc 


atteggge 


1548 
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#2002-009951 



[0 113] 
<210> 3 
<211> 132 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> tl RjgtthD^^a'J >©3P:frlft&T^ ^1 
<400> 8 

Met Leu Gly Val Leu Val Leu Gly Ala Leu Ala Leu Ala Gly Leu Gly 

1 5 10 15 

Phe Pro Asp Pro Cys Phe Arg Ala Asn Cys Glu Tyr Gin Cys Gin Pro 

20 25 30 

Leu Asn Gin Thr Ser Tyr Leu Cys Val Cys Ala Glu Gly Phe Ala Pro 

35 40 45 

He Pro His Glu Pro His Arg Cys Gin Met Phe Cys Asn Gin Thr Ala 

50 55 60 

Cys Pro Ala Asp Cys Asp Pro Asn Thr Gin Ala Ser Cys Glu Cys Pro 
65 70 75 80 

Glu Gly Tyr lie Leu Asp Asp Gly Phe lie Cys Thr Asp lie Asp Glu 

85 90 95 

Cys Glu Asn Gly Gly Phe Cys Ser Gly Val Cys His Asn Leu Pro Gly 

100 105 110 

Thr Phe Glu Cys He Cys Gly Pro Asp Ser Ala Leu Val Arg His lie 

115 120 125 

Gly Thr Asp Cys 
130 

[0 114] 
<210> 4 



miE#2 0 0 3 
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<211> 396 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> t h oT^'ffi huy jK^e u >31&^tf>gp#e*i&mM3#I 

<400> 4 

atgcttgggg tcctggtcct tggcgcgctg gccctggccg gcctggggtt ccccgacccg 60 
tgcttcagag ccaactgcga gtaccagtgc cagcccctga accaaactag ctacctctgc 120 
gtctgcgccg agggcttcgc gcccattccc cacgagccgc acaggtgcca gatgttttgc 180 
aaccagactg cctgtccagc cgactgcgac cccaacaccc aggctagctg tgagtgccct 240 
gaaggctaca tcctggacga cggtttcatc tgcacggaca tcgacgagtg cgaaaacggc 300 
ggcttctgct ccggggtgtg ccacaacctc cccggtacct tcgagtgcat ctgcgggccc 360 
gactcggccc ttgtccgcca cattggcacc gactgt 396 

[0 115] 
<210> 5 
<211> 516 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> t h wf^'i$ h n y jk^e p =l y > <d®& w&t$j mmn 

<400> 5 

Met Leu Gly Val Leu Val Leu Gly Ala Leu Ala Leu Ala Gly Leu Gly 

15 10 15 

Phe Pro Ala Pro Ala Glu Pro Gin Pro Gly Gly Ser Gin Cys Val Glu 



His Asp Cys Phe Ala Leu Tyr Pro Gly Pro Ala Thr Phe Leu Asn Ala 



5 4 
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35 40 45 

Ser Gin He Cys Asp Gly Leu Arg Gly His Leu Met Thr Val Arg Ser 

50 55 60 

Ser Val Ala Ala Asp Val lie Ser Leu Leu Leu Asn Gly Asp Gly Gly 
65 70 75 80 

Val Gly Arg Arg Arg Leu Trp lie Gly Leu Gin Leu Pro Pro Gly Cys 

85 90 95 

Gly Asp Pro Lys Arg Leu Gly Pro Leu Arg Gly Phe Gin Trp Val Thr 

100 105 110 

Gly Asp Asn Asn Thr Ser Tyr Ser Arg Trp Ala Arg Leu Asp Leu Asn 

115 120 125 

Gly Ala Pro Leu Cys Gly Pro Leu Cys Val Ala Val Ser Ala Ala Glu 

130 135 140 

Ala Thr Val Pro Ser Glu Pro He Trp Glu Glu Gin Gin Cys Glu Val 
145 150 155 160 

Lys Ala Asp Gly Phe Leu Cys Glu Phe His Phe Pro Ala Thr Cys Arg 

165 170 . 175 

Pro Leu Ala Val Glu Pro Gly Ala Ala Ala Ala Ala Val Ser He Thr 

180 185 190 

Tyr Gly Thr Pro Phe Ala Ala Arg Gly Ala Asp Phe Gin Ala Leu Pro 

195 200 205 

Val Gly Ser Ser Ala Ala Val Ala Pro Leu Gly Leu Gin Leu Met Cys 

210 215 220 

Thr Ala Pro Pro Gly Ala Val Gin Gly His Trp Ala Arg Glu Ala Pro 
225 230 235 240 

Gly Ala Trp Asp Cys Ser Val Glu Asn Gly Gly Cys Glu His Ala Cys 

245 250 255 

Asn Ala lie Pro Gly Ala Pro Arg Cys Gin Cys Pro Ala Gly Ala Ala 
260 265 270 



tfJ5E4#2 003-3010150 
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Leu Gin Ala Asp Gly Arg Ser Cys Thr Ala Ser Ala Thr Gin Ser Cys 

275 280 285 

Asn Asp Leu Cys Glu His Phe Cys Val Pro Asn Pro Asp Gin Pro Gly 

290 295 300 

Ser Tyr Ser Cys Met Cys Glu Thr Gly Tyr Arg Leu Ala Ala Asp Gin 
305 310 315 320 

His Arg Cys Glu Asp Val Asp Asp Cys lie Leu Glu Pro Ser Pro Cys 

325 330 335 

Pro Gin Arg Cys Val Asn Thr Gin Gly Gly Phe Glu Cys His Cys Tyr 

340 345 350 

Pro Asn Tyr Asp Leu Val Asp Gly Glu Cys Val Glu Pro Val Asp Pro 

355 360 365 

Cys Phe Arg Ala Asn Cys Glu Tyr Gin Cys Gin Pro Leu Asn Gin Thr 

370 375 380 

Ser Tyr Leu Cys Val Cys Ala Glu Gly Phe Ala Pro He Pro His Glu 
385 390 395 400 

Pro His Arg Cys Gin Met Phe Cys Asn Gin Thr Ala Cys Pro Ala Asp 

405 410 415 

Cys Asp Pro Asn Thr Gin Ala Ser Cys Glu Cys Pro Glu Gly Tyr lie 

420 425 430 

Leu Asp Asp Gly Phe lie Cys Thr Asp He Asp Glu Cys Glu Asn Gly 

435 440 445 

Gly Phe Cys Ser Gly Val Cys His Asn Leu Pro Gly Thr Phe Glu Cys 

450 455 460 

He Cys Gly Pro Asp Ser Ala Leu Ala Arg His He Gly Thr Asp Cys 
465 470 475 480 

Asp Ser Gly Lys Val Asp Gly Gly Asp Ser Gly Ser Gly Glu Pro Pro 

485 490 495 

Pro Ser Pro Thr Pro Gly Ser Thr Leu Thr Pro Pro Ala Val Gly Leu 
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500 



505 



510 



Val His Ser Gly 
515 

[0 116] 
<210> 6 
<211> 1548 
<212> DNA 

<213> Artificial Sequence 
<220> 



<400> 6 












atgcttgggg 


tcctggtcct 


tggcgcgctg 


gccctggccg 


gcctggggtt 


ccccgcaccc 60 


gcagagccgc 


agccgggtgg 


cagccagtgc 


gtcgagcacg 


actgcttcgc 


gctctacccg 120 


ggccccgcga 


ccttcctcaa 


tgccagtcag 


atctgcgacg 


gactgcgggg 


ccacctaatg 180 


acagtgcgct 


cctcggtggc 


tgccgatgtc 


atttccttgc 


tactgaacgg 


cgacggcggc 240 


gttggccgcc 


ggcgcctctg 


gatcggcctg 


cagctgccac 


ccggctgcgg 


cgaccccaag 300 


cgcctcgggc 


ccctgcgcgg 


cttccagtgg 


gttacgggag 


acaacaacac 


cagctatagc 360 


aggtgggcac 


ggctcgacct 


caatggggct 


cccctctgcg 


gcccgttgtg 


cgtcgctgtc 420 


tccgctgctg 


aggccactgt 


gcccagcgag 


ccgatctggg 


aggagcagca 


gtgcgaagtg 480 


aaggccgatg 


gcttcctctg 


cgagttccac 


ttcccagcca 


cctgcaggcc 


actggctgtg 540 


gagcccggcg 


ccgcggctgc 


cgccgtctcg 


atcacctacg 


gcaccccgtt 


cgcggcccgc 600 


ggagcggact 


tccaggcgct 


gccggtgggc 


agctccgccg 


cggtggctcc 


cctcggctta 660 


cagctaatgt 


gcaccgcgcc 


gcccggagcg 


gtccaggggc 


actgggccag 


ggaggcgccg 720 


ggcgcttggg 


actgcagcgt 


ggagaacggc 


ggctgcgagc 


acgcgtgcaa 


tgcgatccct 780 


ggggctcccc 


gctgccagtg 


cccagccggc 


gccgccctgc 


aggcagacgg 


gcgctcctgc 840 


accgcatccg 


cgacgcagtc 


ctgcaacgac 


ctctgcgagc 


acttctgcgt 


tcccaacccc 900 


gaccagccgg 


gctcctactc 


gtgcatgtgc 


gagaccggct 


accggctggc 


ggccgaccaa 960 
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caccggtgcg aggacgtgga tgactgcata ctggagccca gtccgtgtcc gcagcgctgt 1020 
gtcaacacac agggtggctt cgagtgccac tgctacccta actacgacct ggtggacggc 1080 
gagtgtgtgg agcccgtgga cccgtgcttc agagccaact gcgagtacca gtgccagccc 1140 
ctgaaccaaa ctagctacct ctgcgtctgc gccgagggct tcgcgcccat tccccacgag 1200 
ccgcacaggt gccagatgtt ttgcaaccag actgcctgtc cagccgactg cgaccccaac 1260 
acccaggcta gctgtgagtg ccctgaaggc tacatcctgg acgacggttt catctgcacg 1320 
gacatcgacg agtgcgaaaa cggcggcttc tgctccgggg tgtgccacaa cctccccggt 1380 
accttcgagt gcatctgcgg gcccgactcg gcccttgccc gccacattgg caccgactgt 1440 
gactccggca aggtggacgg tggcgacagc ggctctggcg agcccccgcc cagcccgacg 1500 
cccggctcca ccttgactcc tccggccgtg gggctcgtgc attcgggc 1548 

[0 117] 
<210> 7 
<211> 132 
212> PRT 

<213> Artificial Sequence 
<220> 

<223> t hRT^ffi hn^Jif^^a-U y<Dfflfr&3%iT$ JWmM 

<400> 7 

Met Leu Gly Val Leu Val Leu Gly Ala Leu Ala Leu Ala Gly Leu Gly 

15 10 15 

Phe Pro Asp Pro Cys Phe Arg Ala Asn Cys Glu Tyr Gin Cys Gin Pro 

20 25 30 

Leu Asn Gin Thr Ser Tyr Leu Cys Val Cys Ala Glu Gly Phe Ala Pro 

35 40 45 

He Pro His Glu Pro His Arg Cys Gin Met Phe Cys Asn Gin Thr Ala 

50 55 60 

Cys Pro Ala Asp Cys Asp Pro Asn Thr Gin Ala Ser Cys Glu Cys Pro 
65 70 75 80 
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Glu Gly Tyr He Leu Asp Asp Gly Phe lie Cys Thr Asp lie Asp Glu 

85 90 95 

Cys Glu Asn Gly Gly Phe Cys Ser Gly Val Cys His Asn Leu Pro Gly 

100 105 110 

Thr Phe Glu Cys lie Cys Gly Pro Asp Ser Ala Leu Ala Arg His lie 

115 120 125 

Gly Thr Asp Cys 
130 

[0 118] 

<210> 8 
<211> 396 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> t b -mm®, h n v=l y ym&&<Dm&m&2&mm 



<400> 8 

atgcttgggg tcctggtcct tggcgcgctg 
tgcttcagag ccaactgcga gtaccagtgc 
gtctgcgccg agggcttcgc gcccattccc 
aaccagactg cctgtccagc cgactgcgac 
gaaggctaca tcctggacga cggtttcatc 
ggcttctgct ccggggtgtg ccacaacctc 
gactcggccc ttgcccgcca cattggcacc 

[0119] 
<210> 9 
<211> 21 
<212> DNA 



gccctggccg gcctggggtt ccccgacccg 60 
cagcccctga accaaactag ctacctctgc 120 
cacgagccgc acaggtgcca gatgttttgc 180 
cccaacaccc aggctagctg tgagtgccct 240 
tgcacggaca tcgacgagtg cgaaaacggc 300 
cccggtacct tcgagtgcat ctgcgggccc 360 
gactgt 396 
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<213> Artificial Sequence 

<220> 

<223> m^kM D N A 

<400> 9 

aatgtggcgg gcaagggccg a 
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